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(71) We, MARUKO SEIYAKU CO., 
L.ID., a Japanese Company, of No 3 
2 -Choine, Kodama-Cho, Nishi-Ku, Nagoya- - 
Shi, Atdu, Japan, do hereby declare the in- 
vention for which we pray that a patent may 
be granted to us, and the method by which 
" is to be performed, to be particularly de- 
scribed in and by the Mowing statement:— 

aJ^™* 1 *? 0 "d** » novel Pyrazole 
derivatives and, more particularly, this in- 

™^„%T £ f^.Pyrazole derivatives 
represented by the formula: 



RO 



-CON' 



A 



(i) 



1 



wherein R represents an alkyl group, X repre- 
sents either a mono- or ^-substituted phenyl 
group wherein the substituents may be the 
same or different and each represents an alkyl 
group, an alkoxy group, a trifmoranethyi 
group, a nitro group, an amino group or a 
halogen atom, or a halogen substituted or un- 
substituted benzyl group, and either R, rep- 
resents a hydrogen atom or an alkyl group and 
Kj represents a hydrogen atom, a hydroxy- 
alkyl group, an alkyl group or a substituted 
ammoalkyl group, or R 2 and R, form, when 
taken together with the nitrogen atom to 
which they are attached, a 5- or 6-mem- 
bered heterocyclic group which may contain 
one oxygen as a hetero atom The invention 
also relates to a process for preparing the 
pyrazole derivatives represented by the 
formula (I) above. 



The pyrazole derivatives according to the 
present mvention exhibit potent analgesic and 
^inflammatory activities and, therefore, are 
useful as phamaceuucals for treating and al- 
leviating various mflanirnatory conditions in 
animals and humans. Accordingly the inven- 
tion also includes pharmaceutical composi- 
tions comprising a pyrazole as described above 
and a pharmaceurically acceptable carrier. 

An object of the present invention is to 
provide novel pyrazole derivatives which are 
useftf as analgesics and anti-inflammatory 

Another object of the present invention is 
toproyide a process for preparing such novel 
pyrazole derivatives. 

The terms "alkyl" and "alkoxy" used 
throughout the specification mean an alkyl 
group having 1 to 4 carbon atoms, for ex- 
ample, methyl ethyl, n-propyl, iso-propyl, n- 
butyl, sec-^utyl and tert-butyl groups and the 
corresponding alkoxy groups. 

J"* ter °? " 5 " <* ^membered heterocyclic 
group" used for the group 



N 

\ 

R3 

in the above formula (I) includes a pyrrol- 
xduio group, a piperidino group, a substituted 
piperazmo group wherein the substituent is an 
alkyl group having 1 to 4 carbon atom such 
as 4-methylpiperazino, or a morpholino group 
The pyrazole derivatives of the present in- 
venuon represented by the formula (I) above 
can easily be prepared by reacting a 5- 
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alkoxypyrazole represented by the formula: 




wherein R and X are as defined above, and 
Ri represents an alkoxy group (such as a 
5 methoxy or ethoxy group), a hydroxy group 
or a halogen atom (such as a chlorine or 
bromine atom), with an amine represented 
by the formula: 

R» 

hn (in) 

R a 

10 wherein R 2 and R3 are as defined above. The 
process of this invention, i.e., an amidatlon of 
the 5-aIkoxypyrazole (II), proceeds easily by 
reacting the 5-alkoxypyrazole with an amine 
corresponding to the amino group in the 

15 desired pyrazole derivative (I) in an inert 
organic solvent or in the presence of an excess 
amount of the amine which serves as both a 
solvent and a reactant Generally, the reac- 
tion can be carried out in an inert organic 

20 solvent or in the presence of an excess of an 
amine (III) at a temperature of from 0° C 
to 80° C using at least an equimolar amount 
of the amine relative to a 5-alkoxypyrazole 
for a period of from 20 minutes to 16 hours. 

25 The reaction conditions employed in the 
process of this invention somewhat vary de- 
pending upon the type of the starting material, 
in particular, the type of the substituent Rj 
in tie 5-alkoxypyrazole (II) reaction. 

30 When Ri represents an alkoxy group, i.e., 
the substituent at 3-position of the starting 
material (II) represents an alkyl ester 
— <COORi, the amidation can conveniently be 
carried out in an organic solvent, such as al- 

35 kanols having 1 to 4 carbon atoms (for ex- 
ample, methanol or ethanol) or benzene, using 
1 to 5 moles, preferably 2 to 5 moles of an 
amine per 1 mole of the 5-alkoxypyrazole, 
while heat-refhixing the reaction mixture, 
40 generally at a temperature of from 60 to 
80° C, for a period of from 1 to 5 hours. 
A well-known condensing agent such as 
aluminum isopropoxide or sodium amide can 
be used in the amidation reaction to ensure a 
45 smooth reaction but the use of such a con- 
densing agent is not essential. Alternatively, 
when the amine of the formula (III) has a 
low boiling point, e.g., below 50° C under 
atmospheric pressure, the reaction is advan- 
50 tageously carried out in a sealed reaction 
vessel under pressure, for example, in an auto- 



clave under an autogenous pressure. 

When Ri represents an —OH group, i.e., 
the substituent at the 3-position of the starting 
material (II) represents a carboxy group 55 
— COOH, the amidation can advantageously 
be carried out in an inert organic solvent, such 
as methylene chloride or chloroform, option- 
ally in the presence of a dehydrating agent, 
for example, N,N'Ku^dohexyl(^bodiimide, 60 
at a temperature of from ice-cooling tempera- 
ture (about 10° C) to room temperature 
(about 25° C) for a period of from 3 to 16 
hours, preferably 8 to 16 hours. In this reac- 
tion, the amine can advantageously be used 65 
from 1 to 2 moles per 1 mole of the 5-alkoxy- 
pyrazole (II). 

When Ri represents a halogen atom, i.e., 
the substituent at 3-position of the starting 
material (II) represents an acid halide group, 70 
the amidation can easily be carried out by 
reacting an acid halide (II) with an amine 
(III) in an inert organic solvent, such as 
ethyl ether, chloroform, benzene, pyridine or 
triethylamine, at a temperature of from ice- 75 
cooling temperature to room temperature for 
a period of from 20 minutes to 2 hours, pre- 
ferably from 30 minutes to 1 hour. In this 
reaction, the amine reactant can advantageous- 
ly be used in an excess amount, for example, go 
from 2 to 5 molar excess so as to serve as 
a reactant as well as a reaction solvent. 

The present invention also includes the 
pharmaceutically acceptable acid addition salts 
of the pyrazole derivatives of the formula 85 
(I). These add addition salts can be prepared 
from the free base compound (I) by con- 
ventional procedures, for example, by intro- 
ducing hydrogen chloride gas into a solution 
of the free base compound in an organic sol- 90 
vent such as methanol to form the correspond- 
ing hydrochloride salt of the pyrazole deriva- 
tives. Typical examples of the pharmaceutic al- 
ly acceptable add addition salts of the pyrazole 
derivatives (I) are hydrochlorides, sulfates, 95 
phosphates, oxalates, fumarates, maleates and 
tartrates. 

As described previously, the pyrazole deriva- 
tives represented by the above formula (I) 
exhibit potent analgesic and anti-inflamma- 100 
tory activities. For example, l-(p-tolyl)-3- 
N,N - dimethylcarbamoyl - 5 - methoxy- 
pyrazole (Compound A), 1 - (m - tri- 
fluoromethylphenyl) - 3 - N,N - dimethyl- 
carbamoyl - 5 - n - butoxypyrazole (Com- 105 
pound B), 1 - (m - chlorophenyl) - 3 - N,N- 
dimethylcarbamoyl - 5 - methoxypyrazole 
(Compound C), 1 - (m - chlorophenyi)- 
3 - carbamoyl - 5 - methoxypyrazole (Com- 
pound D) and 1 - (p - chlorobenzyi)- 110 
3 - N - methylcarbamoyl - 5 - methoxy- 
pyrazole (E) exhibit excellent analgesic ac- 
tivity as determined by the acetic acid stretch- 
ing method and the pressure-stimulation 
method described below. 115 
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Acetic Acid Stretching Method 
Each of die test compounds (Compounds 
A to E) was administered orally to ddN male 
mice weighing 17 to 20 g (5 to 7 mice per 
5 group) and 30 minutes after administration, 
a 0.7% aqueous solution of acetic acid was 
admin istered intraperitoneally to the mice in 
a dose of 0.1 ml per 10 g of the body weight. 
The number of stretching of the mice for 

10 a period of 5 minutes was then counted 15 
and 30 minutes after the administration of 
me aqueous acetic add and compared with 
the number of stretching in the control group 
which received only the aqueous acetic acid to 

15 determine the percent inhibitory of the test 
compounds. In this experiment, Compounds 
A to E were found to have a stretching in- 
hibitory activity (analgesic activity) of 2.0, 
4.0, 3.4, 2.2 and 1.(5 tmv>«. respectively, high- 

?0 er than that of anunopyrine. 

Pressure-Stimulation Method 
Each of the test compounds (Compounds 
A to E) was administered orally to ddN male 
mice weighing 18 to 20 g (8 to 10 mice per 

25 group), and pressure was applied to the tail 
using a pressure-stimulation apparatus 
(Takagi et al apparatus). The reaction of the 
mice, i.e., turning of the head toward the 
stimulated portion and biting behavior, was 

30 observed as the criterion and the j>ain threshold 
was determined. In this experiment, Com- 
pounds A to E were found to have an anal- 
gesic activity of 1.8, 1.6, 2.5, 2.0 and 1.8 
tunes, respectively, higher than that of amino- 

35 pyrine. 

The compounds of this invention also 
possess an excellent anti-inflammatory ac- 
tivity as determined by the well-established 
carrageenin-mduced edema inhibitory ac- 

40 tivity described below. 

Carrageenin-Induced 
Edema Inhibitory Activity 
Each of the test compounds (Compounds 
A to E) was administered orally to Wister 

45 male rats weighing about 150 g (7 to 8 rats 
per group) and 30 minutes after the adminis- 
tration of the test compound, 0.1 ml of a 1% 
aqueous solution of carrageenin was adminis- 
tered subcutaneously to a hind paw of the 

50 rats. Thereafter, the volume of the paw was 
measured at an interval of 1 hour to de- 
termine the swelling ratio of the paw relative 
to the volume of the same paw before adminis- 
tration of the aqueous carrageenin. The 

55 edema inhibitory activity was calculated by 
comparing the swelling ratio in the control 
group which received only the test compounds. 
In this experiment, Compounds A to E were 
found to have an edema inhibitory activity of 

60 1.8, 2.0, 3.5, 22 and 1.9 times, respectively, 
higher than that of aminopyrine. 

The acute toxicity of the test w . 
was 4so determined in rats by oral 



tration in the standard method and found to 
be 1620 mg/kg, 760 mg/kg, 950 mg/k& 65 
930 mg/kg and 540 mg/kg, respectively in 
terms of a 50% lethal dose (LD 50 ). 

The present invention is further illustrated 
by the following Examples, but they are not 
to be construed as limiting the scope of this 
invention. 

Example 1. 

I - (m - Trifluoromemylphenyl) - 3 - N,N- 
dimethylcarbamoyl - 5 - n - butoxypyrazole. 

34.7 g of 1 - (m - trifluoromethyl- 
phenyl) - 5 - n - butoxypyrazole - 3 - yl 75 
carbonyl chloride was dissolved in 150 ml of 
ethyl ether, and to the resulting solution was 
added dropwise 50- ml of a solution containing 

II g of dimethylamine in ethyl ether while 
cooling the mixture to a temperature of 10° C 80 
with stirring. After allowing to stand for 1 
hour, the reaction mixture was washed suc- 
cessively with 5% hydrochloric acid, 5% 
aqueous sodium carbonate and water. The 
ethereal layer was separated and dried over 85 ' 
anhydrous sodium sulfate. Hie solvent (ethyl 
ether) was then removed by distillation and 

the resulting residue was recrystallized from 

n-pentane to give 29.8 g (83.9% yield) of 1- 

(m - trifluoromemylphenyl ) - 3 - N,N - di- 90 

methylcarbamoyl - 5 - n - butoxypyrazole 

as colorless prisms having a melting point of 

66 to 68° C. 

Analysis 

Calcd. for drftANaFa (Molecular 95 

Weight: 355.4): 

C, 57.46; H, 5.67; N, 11.82. 
Found: C, 57.62; H, 5.75; N, 11.84. 

Example 2. 

1 - (p - Toiyi) - N,N - dimethylcarbamoyl- 100 
5 - methoxypyrazole. 
232 g of 1 - (p - tolyl) - 3 - carboxy- 
5 - methoxypyrazole was dissolved in 100 
ml of chloroform, and to the resulting solu- 
tion was added a solution containing 4 g of 105 
dimethylamine in 20 ml of chloroform while 
• cooling the mixture to a temperature of 5 to 
10 C with stirring. 50 ml of a solution of 
10 g of N^-m^dohexylcarbooiimide in 
chloroform was then added dropwise to the 110 
resulting mixture and, after completion of the 
addition, the mixture was allowed to cool to 
room temperature followed by stirring for 7 
hours. The reaction mixture was then made 
acidic with acetic acid and die precipitated 115 
crystals were men removed by filtration. The 
solvent was removed from the filtrate by dis- 
tillation and the resulting residue was washed 
successively with 5% aqueous sodium hy- 
droxide and water. Recrystallization from ethyl 120 
ether-petroleum ether gave 12 g (46.3% yield) 
of 1 - (p - toiyi) - 3 - N,N - dimethyl- 
carbamoyl - 5 - methoxypyrazole as color- 
less prisms having a melting point of 120— 
121° C " 125 
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Analysis 

Calcd. for C, 4 H 17 0 2 N 8 (Molecular Weight: 
2593) 

C, 64.85; H, 6.61; N, 16.20. 
5 Found: C, 65.06; H, 6.54; N, 16.07. 
The combined washings obtained above, 
Le., the 5% aqueous sodium hydroxide and 
water, was made acidic with hydrochloric acid 
and the precipitated crystals were separated by 
10 fdtration to recover 10.3 g (44.4% yield) of 
the unreacted starting material, l-(p-tolyl)-3- 
carboxy-5-methoxypyrazole. 

Example 3. 
1 - (p - Chlorobenzyl) - 3 - carbamoyl- 

15 f 5 - n - butoxypyrazole. 

A mixture consisting of 6.7 g of l-(p- 
chlorobenzyl) - 3 - ethoxycarbonyl - 5 - n- 
butoxypyrazole, 30 ml of a 28% aqueous am- 
monia solution and 30 ml of methanol was 

20 placed in an autoclave and heated at a tem- 
perature of 60° C for 2 hours. After comple- 
tion of the reaction, the solvent was removed 
by distillation and the residue was recrystal- 
lized from methanol-petroleum ether to give 

25 53 g (86.2% yield) of l-(p-chlorobenzyl)-3- 
carbamoyl - 5 - n - butoxypyrazole as color- 
less needles having a melting point of 137— 
138° C 



30 



Calcd. for CuHlO^Q (Molecular 

Weight: 307.8): 

C, 58.54; H, 5.89; N, 13.65. 
Found: C, 58.66; H, 5.86; N, 13.62. 



Example 4. 

35 1 - (p - Chlorobenzyl) - 3 - (4' - methyl- 
piper azinyl) - carbonyl - 5 - methoxypyrazole 
hydrochloride. 
5.7 g of 1 - (p - chlorobenzyl) - 5- 
methoxypyrazol-3-yl carbonyl chloride was 

40 dissolved in 60 ml of benzene, and to the re- 
sulting solution was added dropwise 3 g of 
N-methylpiperazine with stirring. After allow- 
ing the reaction mixture to stand for 20 
minutes, the mixture was washed well suc- 

45 cessively with 10% aqueous sodium hydroxide 
and water. The benzene layer was then sep- 
arated and dried, and the benzene was then 
removed by distillation. The resulting residue 
was dissolved in methanol and hydrogen 

50 chloride gas was introduced into the methan- 
olic solution. The methanol was then re- 
moved by distillation and the resulting crystals 
were recrystallized from methanol-ethyl ether 
to give 5.4 g (70.1% yield) of l-(p-chloro- 

55 benzyl) - 3 - (4' - methylpiperazinyl) - car- 
bonyl - 5 - methoxypyrazole hydrochloride 
as a colorless crystalline powder having a 
melting point of 223 to 225° C (with de- 
composition). 



60 

Gucci, for Q:H 21 0 2 N 4 C!.HC1 (Molecular 

Weight: 385.3): 

C, 53.00; H, 5.76; N, 14.54. 
Found: C, 52.94; H, 5.83; N, 14.41. 

Example 5. 55 
1 - (p - Chlorophenyl) - 3 - N,N - dimethyl- 
carbamoyi - 5 - n - butoxypyrazole. 
A mixture consisting of 16.1 g of l-(p- 
chlorophenyl) - 3 - ethoxycarbonyl - 5 - n- 
butoxypyrazole, 4 g of dimethylamine and 70 
200 ml of ethanol was placed in an autoclave 
and heated at a temperature of from 70 to 
80° C for 4 hours with stirring. After com- 
pletion of the reaction, the solvent was re- 
moved by distillation, and the residue was 75 
washed successively with 5% hydrochloric 
add and water. Recrystallization from ethyl 
ether-petroleum ether gave 11.8 g (733% 
yield) of 1 - (p - chlorophenyl) - 3 - N,N- 
dimethylcarbamoyl - 5 - n - butoxypyrazole 80 
as colorless needles having a melting point 
of 94 to 95° C. 
Analysis 

Calcd. for CtAoOsNsQ (Molecular 

Weight: 321.8): 85 
C, 59.72; H, 6.26; N, 13.06. 

Found: C, 59.85; H, 6.31; N, 12.98. 

Example 6. 
1 - (p - Tolyl) - 3 - N,N - dimethylcarb- 

amoyl - 5 - n - butoxypyrazole. 90 
293 g of 1 - (p - tolyl) - 5 - n - butoxy- 
pyrazole - 3 - yl carbonyl chloride was 
dissolved in 150 ml of benzene, and to the 
resulting solution was added dropwise a solu- 
tion of 11 g of dimethylamine in 50 ml of 95 
benzene while maintaining the mixture at a 
temperature of from 10 to 15° C with stirring. 
The reaction mixture was then worked up in 
the same manner as described in Example 1 
and the product thus obtained was recrystal- 100 
lized from ethyl ether-petroleum ether to give 
24.1 g (80.0% yield) of l-(p-tolyl)-3-N,N- 
dimethylcarbamoyl - 5 - n - butoxypyrazole 
as colorless plates having a melting point of 
99—100° C. ^ 105 

Analysis 

Calcd. for C 17 H 23 0 2 N 3 (Molecular Weight: 
301.4): 

C, 67.75; H, 7.69; N, 13.94. 
Found: C, 67.78; H, 7.78; N, 13.81. 110 

Example 7. 
1 - (p - Chlorophenyl) - 3 - N,N - dimethyl- 
carbamoyl - 5 - methoxypyrazole. 
253 g of 1 - (p - chlorophenyl) - 3- 
carboxy - 5 - methoxypyrazole was dissolved 115 
in 100 ml of methylene chloride, and to the 
resulting solution was added dropwise a solu- 
tion of 4 g of dimethylamine in 20 ml of 



1,444,678 



methylene chloride while maintaining the mix- 5-memoxypyrazole as colorless prisms bavins 

ture at a temperature of from 5 to 10° C with a melting 'point of 116-118° C 

somng. A solution of 10 g of N,N8-dicyclo- Analysis 

s ST* 0 ^* 6 %,J°, . rf meth y lene «« C U K U 0 1 N,C1 (Molecular 15 

5 chloride was then added dropwise to die mix- Weight: 279.7V to 

ture. Hie reaction mixture was men worked C, 55.82; H 504' N IS 02 

up m the same maimer as described in Ex- Found: C, 55.75: H, 506- N 15 02 

ample 2 and the produa thus obtained was In the samemanner as dttcriW in £e oro- 

10 SSS nrl tfit, ^HWffF ^ * MASSES 20 

emer to give 12.7 g (45.4% yield) of l-(p- were also prepared from a 5-a!kaxvimazole 

chlorophenyi) - 3 - NJN - dimethylcartemoyl- (II) and an amine (HI). 
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WHAT WE CLAIM IS:— 
1. Pyrazole derivatives 
formula 



10 



15 



20 



25 



30 



35 



40 



45 



-CON 



A 



*3 



by the 
(I) 



wherein R represents an alkyl group, X repre- 
sents a mono- or di-substituted phenyl group 
wherein the substituents may be the same or 
different and each represents an alkyl group, 
an alkoxy group, a trifluoromethyl group, a 
nitro group, an amino group or a halogen 
atom; or a substituted or unsubstituted benzyl 
group wherein the substituent is a halogen 
atom, R 2 represents a hydrogen atom or an 
alkyl group and R 3 represents a hydrogen 
atom, a hydroxyalkyl group, an alkyl group 
or a substituted aminoalkyl group, or R 2 and 
Ra may form, when taken together with the 
nitrogen atom to which they are attached, a 
5- or 6-membered heterocyclic group which 
may contain one oxygen as a hetero atom; and 
acid addition salts thereof. 

2. 1 - (p - Tolyl) - 3 - N,N - dimethyl- 
carbamoyl-5-methoxypyrazole. 

3. 1 - (m - Trifluoromethylphenyl) - 3- 
N,N - dimethyicarbamoyl - 5 - n - butoxy- 
pyrazole. 

4. 1 - (m - Chlorophenyl) - 3 - N,N- 
dimethylcarbamoyl-5-methoxypyrazole. 

5. 1 - (m - Chlorophenyl) - 3 - carbamoyl- 
5-methoxypyrazole. 

6. 1 - (p - Chlorobenzyi) - 3 - N - methyl- 
carbamoyl-5-methoxypyrazole. 

7. 1 - (m - Chlorophenyl) - 3 - N- 
methylcarbamoyl-5-methoxypyrazole. 

8. 1 - (m - Chlorophenyl) - 3 - N - ethyl- 
carbamoyl-5-methoxypyrazole. 

9. 1 - (m - Bromophenyl) - 3 - N - methyl- 
carbamoyl-5-memoxypyrazole. 

10. 1 - (m - Bromophenyl) - 3 - N- 
ethylcarbamoyl-5-methoxypyrazole. 

11. 1 - (m - Bromophenyl) - 3 - N,N- 
dimemylcarbamoyl-5-memoxypyrazole. 

12. A process for preparing a pyrazole 
derivative represented by the formula (I) as 
defined in Claim 1, which comprises reacting 
5-alkoxypyrazole represented by the formula 



x 



•COR, 



I 

x 



00 



wherein R and X are as defined above, and 
Ri represents an alkoxy group, a hydroxy 
50 group or a halogen atom, with an amine 
represented by the formula 



R 2 



HN 



I 

\ 



(HI) 



R 3 



wherein R 2 and R 3 are as defined above, in 
an inert organic solvent or in the presence of 
an excess of said amine. 55 

13. A process according to Claim 12, 
wherein (II) and (III) are reacted at a tem- 
perature of from 0° C to 80° C using at least 
an equimolar amount of said amine relative 

to said 5-alkoxypyrazole for a period of from 60 
20 minutes to 16 hours. 

14. A process according to Claim 12 or 13, 
wherein the alkoxypyrazole in which R x repre- 
sents an alkoxy is reacted with said amine in 

an alkanol. having 1 to 4 carbon atoms or 65 
benzene in a molar ratio of from 1 to 5 moles 
of said amine per 1 mole of said 5-alkoxy- 
pyrazole at a temperature of from 60 to 80° C 
for a period of from 1 to 5 hours, optionally 
in the presence of a condensing agent. 70 

15. A process according to Claim 14, 
wherein said condensing agent is aluminium 
isopropoxide or sodium amide. 

16. A process according to Claim 12 or 13, 
wherein the 5-alkoxypyrazole in which R x 75 
represents a halogen atom is reacted in an 
inert organic solvent selected from ethyl ether, 
chloroform, benzene, pyridine and triethyl- 
amine for a period of from 20 minutes to 2 
hours. go 

17. A process according to Claim 12 or 13, 
wherein the 5-alkoxypyrazole in which R* 
represents a hydroxy group is reacted with 
said amine in an inert organic solvent which 

is methylene chloride or chloroform for a 85 
period of from 3 to 16 hours, optionally in 
the presence of a dehydrating agent 

18. A process according to any one of 
Claims wherein the pyrazole is subsequently 
converted to an acid addition salt. 90 

19. A process according to Claim 12 or 18 
and substantially as hereinbefore described. 

20. A process for preparing a pyrazole 
derivative of the general formula defined in 
Claim 1 or an acid addition salt thereof, sub- 95 
stantially as herein described with reference to 
any one of Examples 1 to 74. 

21. A pyrazole of the general formula de- 
fined in Claim 1 or an acid addition salt 
thereof, when prepared by a process as claimed 100 
in any one of Gaims 12 to 20. 

22. A pyrazole or an acid addition salt 
thereof being any one of the compounds de- 
scribed herein as the product of Examples 1 

to 74. - 105 

23. A pharmaceutical composition com- 
prising a pyrazole as claimed in any one of 
Claims 1 to 11, 21 and 22 or a pharmaceuti- 
cally acceptable acid addition salt thereof and 

a pharmaceutically acceptable carrier. 110 
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